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I. Basis of the report 
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^ filed together with the international application in computer readable form. 
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2. Citations and explanations 



Document 1: WO 93/18779 Al (MERCK & CO., INC.) September 30, 1993 

Document 2: J. Antibiot. 1991, Vol 44, No. 2, p. 232-240 

Document 3: J. Antibiot. 1988, Vol. 41, No. 4, p. 519-529 

Document 4: Protein, Nucleic Acid and Enzyme, Vol. 43, No. 9 (1998), p. 1265-1277 

Document 5: Kagaku to Seibutsu, Vol. 34, No. 1 1 (1996), p. 761-771 

Document 6: Bioscience & Industry, Vol. 59, No. 8 (2001), p. 530-533 

Document 7: JP 2003-33 188 A (Kyowa Hakko Kogyo Co., Ltd.) February 4, 2003 

Document 8: Ind. Microorg. (Edited by BALTZ R.H . et al.) 1993, p. 245-256 

Claims 1, 3, 5 and 6 

Based on the descriptions in documents 1 and 2 cited in the international search report, the 
mventions of claims 1, 3, 5, and 6 lack an inventive step. 

Documents 1 and 2 describe a process for glycosylation or hydroxylation of position 13 of 
nemadictin (LL-F28249a) using microorganisms belonging to the genus Streptomyces. Persons skilled 
in the art can easily obtain other microorganisms belonging to the genus Streptomyces that perform 
glycosylation or hydroxylation at position 13 of nemadictin. 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 
Continuation of Box V: 
Claims IAS 

Based on the descriptions in documents 2-8 cited in the international search report, the inventions 
of claims 1-1 S lack an inventive step. 

Document 3 describes a process for producing nemadictin using Streptomyces cycmeogriseus sp. 
noncyanogenus. 

As described in documents 4 and 5, in the synthesis of polyketide compounds typified by 
avermectins, fliis examination finds that modification of the synthetic pathway and regulation of that 
modification by the combination of various species of the biosynthetic enzymes (polyketide synthases: 
PKSs) thereof (i.e., hybrid PKSs) were widely peiformed before the filing date of this application. 

Documents 5 and 6 describe using the genes of the biosynthetic enzyme for nemadictin, which 
belongs to the same family, in the production of modified forms of avermectins. Document 7 states 
that in the enzymes that sjoithesize avermectins and nemadictin, a specific enzyme (ER) determines 
whether or not there is an oxygen atom at position 13 (ER is not present m avermectins, which has an 
oxygen at position 13, and ER is present in nemadictin, which does not have an oxygen at position 
13). 

In light of the above descriptions, this examination finds that in tiie process for producing 
nemadictin using the Streptomyces cycmeogriseus sp. noncyanogenus described in document 3, 
persons skilled in the art can easily focus on glycosylation at position 13, prepare a hybrid PKS using 
the genes of the biosynthetic enzymes for avermectins, which belong to the same family as 
nemadictin, and at that time modify that biosynthetic pathway so that ER, which determines whether 
or not an oxygen atom is at position 13, is not present. 
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